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BOCARS N, E3RoHER
Hicha", EAKFZMOEESRH
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SFUARISEI3T L T10~11%° D&
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THbo

infusional SFU/LVEEIZ 4 49 1)
TIF v EMALERE, ThEeho
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FHAEIZHER & v 2 B O IEFOLFOX4 &

FOLFOX6T& 5 ([ 1), 20004 IZDe
Gramont® I3, infusional 5FU/LVEE &,
FRZAFY YT TF v eni B
(FOLFOX4) & % Mbig L, A7FEHIM
BLErBOeho2b00, (Kl
EEFHHMORELZLER 6.27 A
vs 9.2% A) 2D T BY, F1iz,
Goldberg b1z £ 54 1) J 79 » +
bolus S5FU/LV (IFL) 8, FOLFOX4 %

FOLFOX 4 &

Day1

FLTIROX(A ) /FHh v eFdE4)
TOFYOME) B 3 BELRRR
(N9741) T, AFFHIM (14.81 F vs
19.55 Bvs 17.47 B), MHEEEEH
M (6.9% Avs 8.7# Bvs 6.5% A)IZ
BV TFOLFOXADER AR S 2,
E#EFEOVEDEEZLNL LI
T o 72. 20024E 12 Rougier & &, 5FU
fitE D KBRESEICOWT, FOLFIRI
(infusional SFU/LV+ A4 1) /5 71 V)

Day2

B¢ L FOLFOX4%, % L TIROXE® 3
BiubbTo vy {bETHRE Y
Tolze ZNEFNOBEHIIBVTE
B (11.4%, 21.2%, 15.2%), 4%
TFEIR (12,22 A, 11.5% A,11.0% A)
& RIFLBUBEHIR O S, BlfE
PR TH o 72 LHE L T2,
Rothenberg 5 17 & 5 EFCA584FAER T,
IFLI D RBBEE 2 L T, in-
fusional 5FU &, # ¥4 ) 75 F VK
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wPE=F )P
200mg/m?

AU TS5
85mg/m*®

Oh 2h 24h 26h 48h

FOLFOX 6 %k
Day1 Day2

agasy> [
400mg/m® 2

ARG TS5 T
100mg/m®

Oh 2h 48h

mMFOLFOX 6 8%k
Day1 Day?2
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400mg/m? i

TRV S5y
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0h 2h 48h
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12BZ LG
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B, A#F%HYUTSF
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Pharma Medica Vol.23 No.12 2005



A&, FOLFOX4s#x5 s, HEHR
FENiz2S, EHELAFHEEC.72 R
vs 1.6 Avs 5.6 F), Z50E(0% vs
1.3% vs 9.9%) 2 B\T, FOLFOX4
P—FENLTVLLORETH - 1",
Z @& 512, FOLFOX4H, KEE®
MENERG 2 6 CISFUR A ) /) T
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S LTARE o EFIIT LT
bRIEFFEET L I L s,
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100mg/m* > SiEEHEL T 4 35K »
400mg/m* D BIHEHE % 2 BERTT W,
5FU 400mg/m* D B Ef{E &, SFURE
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o/ aKy) s
400mg/m?®
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WME &R L Y FOLFOX6 &
FOLFOX4 &l LT 2 A B O5FURE
PhCEETH LD, BRETR
FOLFOX6EHE # AV T Wb, EEDL
13 BARASLE &) L CFOLFOX6 % 17
v, FERERICE L TEHKOHRE L F
HTholobHELALY,
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B F\T-06k L, SiFhhorz65%
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D, FOERERVELNLTHE,
¥ 72, FOLFOX @ infusional 5FU/

LVOMSF %O 7 vk 3 V08
BINEEMZ ZRADS B ENRTED,
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I. il b RE
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DML T, Stagell, DO K
BEEITT AW REREL LT,
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LY, X475 F R
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ZENEHR SN,
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NNV X T 5 mg/kge GERATED 3B
i TILBERER (AVF2107g) 24T\, %
NZ LR P ol IFL#E15.6 #
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BT E By Xv TG RECH
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FHT N XATII - FTT
SIvAU Y LESEH TRIVE]

EERE T —IZT #1742V (20 mg, 25mg)

[a 411“’51&11'!5}33 | @ '
TS X AFRIC kwfﬁﬂéht57Wﬁnv7xw(5Hn@A%ﬁ#;

ANET 2l —Ya rAHELATRRONEN TS, FHESFUOTTF
GO ITHETHNT =W (tegafur: FT) &, 5-FU D NREETHLIE PO
VY ITYFe oy — %(mm)%ﬁﬁkﬁmmifé#xz&/1<g'
" mestat: CDHP), & & cl{L&ET0 5-FU QY ¥ Bt % BE LR LE S+ &
}lﬁ@‘%kﬂ‘ ¥ X% v NH YA (otastat potassium) %, FhFh, TR 11
0.4:1 EALILDOTHA. 5-FU EEELHE, B BRI B B
key drug DUEDTH B, HHE 5-FU @ﬁfbﬂﬂ*(ﬁ?%ﬁﬁﬁ‘fﬁﬁﬁ‘%\_
LT X ISR A B, WL THAT 5L 2 BT 5 T L 2T
L7 chETnEo s, SIHBRRROBRET CL2AEESh TRV
2%, BE TS-1 BH % 721 TS-1 OB RS RIRRH L T 5 o OXHE
| BIARBASETHCTH ), TORRIPHENDLIATHS. ‘
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b6 THT—=N - FAGUN - 7T NH Y LRSS TENE 85
FTF-3 TS-1OEsEES

- RRER MEEER (FF77-VHEYE)
1. 25 m?F i ' 40 mg/
125 m? Pl E~1, SmZﬂ%(ﬁ - 50 mg/[Al
1.5 m?pl k : 60 mg/[H

'm134+{mDPﬁ%ﬁ%(ampﬂgﬁb&ﬁ%lﬁﬁﬁtf%)
BE5E S-1 80mg/m¥/B (S-1BMEBEREICFL)
CDDP 60 mg/m’/H 120 55 Rk #iE
&5H S-1 . 21 ElF‘iLEV\JHﬁ-, 14 Eﬁa’iﬁiﬂ:
| CDDP “#8 H) %
\_7}1’5: 1 ﬁ-—)l/é: LT5AMZ kb;ﬁb:@?‘

l d. EH & U@H‘#ﬁ - |
%mz%itmﬁ%ﬁr(M@m%$&m>%ﬂ%LTS1$§ﬁ&@zok

8 TR ERRBRAT b, 200ORBE HHEBHEIL 44.6% (45 1/101
Bl) THh, EFEHEOPRE 244 B (1 4E4775 36.6 %) THhoi

# THBRRIRCTH SN2 REHER 2 R F-4 IR+, A ORSHREN
(DLT) WS (R EIMIRES) Th D, 2ol HLEEE (i T)
DN BERADETHD. COMOBERBRD B0, FPRES, BVCRIE,
BEREFBOLNTVS, 2B, BAZEWAE LT, WRE, Bl
ERHEEN TS OTEENLETSH 5.

M?%&Faﬁil“*f%ka?)ﬁof, ﬁs‘“oﬂt%a?(fka‘oh‘% ﬂﬁﬂﬁ%x?ﬁtbc oy

' %4kﬁ5ﬁ>kt$xﬂ’3l< (performance status: 2 ¥ 713 3 DLE), %ﬂfﬁ%ﬁ%ﬁ'ﬁ#ﬁ"t
nTBh F, B, L, W, R ), BEEGAHENRVEFINEED.
ﬁ%@&%:t%%ﬁbfk(%%#%é’Bﬂ?ﬁwu B e b 28
b:l@ﬂ.t@lfﬂ‘?ﬂﬁi@"ﬁll%%??ﬁ%ﬁ’) BRI RR L 128E i%ﬂ)ﬁfﬁ’“
LY, KE BEZT.

o7 v ¥ ) 3 DV RIERE OB, mﬁﬁﬁ7W/ﬁ//k®W%
(IELS] 498-02236



86  F. iR IEA
EF-4 TS-1OEIER (FENHERROBRELY)

n=101

Grade gGr.'S
1 2 3 4

B IR 28 15 9 0 2%
=3l 12 16 5 "0 5%
MR A 5 2 0 0 0%
or%k 10 0 o0 0%
T 7 1 2 0 2%
BB 8 4 0 0 0%
Y 20 0 0 . 0%
=0 - e 8 0 0 0%

BRI 9 1 1 0 1%

(NCI-CTC ver. 2.0 £ 1)

BEELE Wﬂ?ﬁﬂ%&&%%k?f@#%étb BRERTHS. 7=
M, 7»77U/ﬂUWAk®ﬁmi %%mWWmﬁﬁ%%tTk;h#,
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b ABFNNHLDTI ‘

n%&%#M%c%é

G ERER)
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la. UIBRTEEE - 3 ERBEICHT 2 EE(LSEE
ML EMERORKICL Y, BAEOETHICHT 5 R 2

BMELUZ2S, YBRTRELCIENEEEEBEOTFTHRIERRELTRRTHA,. Th
DEIBRARE £ 72 1AM BB R BB IS L Qi3 b EEEIG & 42 528, HRICA
THWVELEEEENET > TOWRVOPBEIRTH S, FETIE, FiEbsst
DERIZOVTERL, DV CHBEOERICOVTENS.

PIBRTRR - MR EEBEEZ R ﬁﬁ:ﬁ%ﬂﬁfﬁﬁﬁ%‘?c‘:ﬁ%ﬁﬁ'ﬁé‘?éﬁ%ﬁbfﬁﬂﬁﬁﬂ
DA% AT best supportive care (BSC) BED BT o 7= 4 > D E{E B L
BEERICL D, (CFRERTORBELEGTHHEESHES N TV B Y, &1EH]
OB, B bEEERI~127H, BSCH3I~42ATHS. ThbD
BB BB ERR LT AV, 5FU % key drug & LALY A Y
TAFMEOEEFTRD bNTH Y, BEFHILT NS ERIEHEORBE % -
TWa.

BREICH L TAMEDPHER SN T BIIEANICIOWTAS &, SR TOHOEY
L, W20 %HHBTHD (3G-9). T4, S-1, CPT-11, Taxane REH] 7

FG-9 BEICHT S TONE

FEHI OEMETTERREGIS BWME (%) 95 %EBERM (%)
5-FU 416 21 17~25
MMC 211 30 24~36
doxorubicin 141 17 11~23
CDDP 139 19 12~25
Epi-doxorubicin 80 19 -10~27
UFT 188 28 22~34
CPT-11 76 18 9~27
paclitaxel ‘ 60 ‘ 23 13~34
docetaxel 129 17 11~25
S-1 101 45 35~54
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5. B 18 175
EEEICHLTHREZROAHEIEHIICONES L. I S-1 I EA
T, BELS%E BFLEESELRTYS, BED LIS 5-FU BAIRERS
Y 3% 1, FP (5°FU + CDDP), FAMTX (5-FU + ADR + MTX)?, ECF (Epi
-ADR + CDDP + 5-FU)®, ELF (VP-16 + 5-FU + LV)¥ 7% &3, & I R
WEoTIUYF Y AMWEONIZEEEICETHHEERE LTHREINTWS
(£G-10). ThbnH b, BAETIIWEEES 2 RIZL 72 5-FU FfaHE
vs CDDP + 5-FU vs UFT + MMC ® % IAsEFh 7= (JCOG: Japana
Clinical Oncology Group). ‘Zl‘%iﬁ.%?bliab‘ T, 5-FU MAIEREEERIC -, 1
DB FIEERETOEENAOER X2 50T, 5-FU FERHER OB A b
NP AN - %ﬁw;f%m‘vt&b 5-FU HAIEHEEHE RN S O IR R B O
control arm Th % EEHINLY, MORBIIBVWTYL, BEET i 5-FU
F & EEE TR 2 EEEEEEL TRV,

MTE, - BEERR @f_&bi‘ﬁﬁﬁﬁﬂ%é‘ﬁb%073‘0)13#)435‘?(.%0)1‘9@ AT
HILTB. CPT-111% CDDP ¥ OHFFIC X 0, WEEEHICEV TEME 58,6
%, HrFHE O E (MST) 322 B & = Tl AT @ hisE s nizr
¥ 8, TS-1 BMEEE & b, BEETHOJCOG E NHRBICHAR TN T

% G-10 BB AAEEEDS I 18

BRI - HREE WE iEBIEL By HE A7 EA T
. 0 (%) (HpoefE)
FAM/FAMTX 1991 EORTC  103/105 9/41* 29/42 38 *
FAMTX/EAP 1992 MSKCC 30/30 33/20 7.3/6.17% A
EEP/FEM 1992  Spain 49/49 30/13* 4.2/7.9 71 B
5-FU/FAM/FP 1993  Korea  94/98/103  26/25/51* 31/29/37 38 .
5-FU/FAP/ 1994 NCCTG 69/51/53/79  NA  6.1/-/6.1/7.7 % B
FAMe/FAMe
+ TZT
FAM/PELF 1994  Italy - 52/85 15/43* 5.6/8.1 71

FAMTX/ECF 1997  England 130/126 21/45* 6.1/8.7 7 RA*
- FAMTX/ELF/ 2000 EORTC 133/132/134  12/9/20 6.7/7.2/7.2 71 R
P _ . .
5-FU/FP/UFT 2003 JCOG 105/105/70  11/34*/9  7.1/7.3/6.0 71 A
+ MMC '

*: p<0.05
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176 G. AL

WA, SORRE, 5-FU BRAERESHIRE L 3arm O RBRBTH 2.
K512, TS-1+ CDDP OB FBEE 1/ THRARIC BT, BERE5ERE
SN, BHELT6%LMECTE AERNELN 0D, B TS-1 S
DIEGABRS T hILTwa, 204, TS-1vs 5-FU + I-LV # ik, TS-1 vs TS-1
+ CPT-11 frH#E, 5-FU + CDDP vs 5-FU/LV + CPT-11, 5-FU + CDDP-
vs 5-FU + CDDP + Taxotere (DCF) 7% & DO KB ILERBIIH/L THRET X 1
THEY, BEINOOEEINEL LRESNODH S,

~%, BECBY BB ERER L LT, EEEEIHIT bND, HIEEE
IEREE, Wi, KERLLEEE:L, BED QOLICKE hEEE R
ATTRETH D0, BEOLSRENTETHS I LHS, MERIREENS
CEFEDOR R E 7 B L RIS TV, UL, SIIEEE & 2k
iR xS E Lz, MTX + 5-FU BRIESE0 8 THRBAFbN, BAICHT
LEPE BALIRBEADRD) H35%LRIFTHo22 L DY, HEEEY
a3t Sic, BE, JCOG TMTX + 5-FU vs 5-FU BB EmeiE O i st B s
TTbNhTwa, 612, BEEEBFIINT 5 2 KiE%E LT, Taxol HAMEED
B TMRRBRD M SN, Lal, ©ERENTAL (PS2 £7:13 3 UF) K
BB, BEAREMERAYES 52 L 25 ), HE S EIS RS b A EEa
FALETH 5. |

BRELFEREICB T, RROBY LRERIC L 5 EFHMERI D 5 h
TWwb, HREIFHRERETIAT - IHBEREETH L. HiEOBB L
B L HESRIT T ZHETE L, BE, EBRERCBOTIETH AV,
WIS IRENRIFTHH L (PS2 (F7/-123) LIE), BBE- O - B - JF -
BERRESRINTBY, BEERAHENAONEVWI LR ETHD. BEEILE
M AHRER CHAWATRD G N RERBIRT A2 810k 50, BEEETI Y
PEEERAEEoTWAENI L b S ), BACERIC b hoT WD, KET
i, BROFMNHRBTIEF Y AP/ ON TV 2HEERE, 8L 0%« 0BT
ToTWAEIMHRBRICHAATNTYD 3 ODEEE (5-FU Bl EmE,
TS-1 B IL, CPT-11 + CDDP i) ORFFIB L PEERICOWTTRIC
LY. T ofh, 5-FU/LV + CPT-11, 5-FU + CDDP + Taxotere (DCF), TS-

[J6LS] 498-02236



5. B IR 177
1 + CDDP, TS-1 + CPT-117% ¥, #MHRBTHRE P TH S, TOFHM
LT B, $7n, MUK BEPER L R0 s BB & 2L T
BEBICHT B HRBEL LT, RADPTFoTWARBRER2OEHEATE 5
. FUBEEHERE, MTX + 5-FU RRIZRE). BREFRESNLL, Ihe |
ERORESL LN CEEMET 5 L PEETH Y, IRFEAMRC
| &ﬁék%xaﬂamé,E%%ﬁ#%tbk%,amPkﬁu%iﬁﬁmb
SRR A, CDDPREOLHOAREMMET 5. SREEEEE
"i,%thﬁnﬁuaa@i , HETORWERER (BE~ORfEAHRORY
LiisEE, ALK, xh@wan&a>ﬁ§%c@b miEL LToEH %
%z..’(:ko < VERSHH. 1 KGR Tﬂ?\é: %o A, BIBECERSATYS
WEX % AW 2 RIGEDT bn& t#%m#‘ KIGHEI\Z L B S DR
MRIIER SR TR,
a)SFU%ﬁ%E%E(LﬂwlF%%UﬂT)
$58& 5-FU 800 mg/m”/H |
W5 E 5 R A
ui4iﬁ“&mﬁbﬁt

&um@%&ﬁc%6ﬁ,ﬁﬁ REEE (OP%, TH, FRERE,
%m&%&&)ﬁ#%%%,mﬁ%ﬁT% N5,
(1)
5FU_ mg +VVY% T3G mem(m%ﬁﬁﬁﬁﬁ)
EE, FHOHLEARERTETH . |
(MRS -
7U/A7/3A+Eﬁ&Mﬂiti%ﬁ%U/$%6mm
tUA—A1/2A +HEE 50ml
(RBET IR |
w3y 2cap/E (WBTAHET, 1HI~4EEBRICHE
(miapScy “
NFTAVEW, FEIVFVREREORT 0L FRAINHE
(FRIEGE)
FNEN— FKER EOAT T4 FRESE
- [1c18] 498-02236 | |




178 G. RBHIZE G E
b) S-1 BMREEE (S1IEHE)

%58 S-1 80mg/m¥H (TF£G-11ZHR)
PR L H 2 @S Atk |

&5 H 28 HREEHMR, 14 BREKIE
PLl 6 BRI 0ET

(ﬁ‘ ) i% G-1 19§
ek ' PEEEE
1. 25 m®3 i | 40 mg/[Al
1.25 m2L E~1. 5 m? i 50 mg/[Hl
1.5m2Rl bk 60 mg/IH]

<.
<HIE;—&H#>
F7 ) AEEE 60 mg
kL R—ZAHAR
KRBT IR

BEE, TR RIS iT?& Cdhr 503, ’Eﬁﬂ&@}-ﬂ#‘“@% HE T
B

BNy 2cap/El (HETLET, 1H3~4HZ lﬁiﬂmﬂ_ )

(I 25 )

NFT XL E], T#%W%/ﬁ?&tmzru4h@%%m

[/Hr—(l\—-é:) H‘é %T'\,".-’E—‘\]

- AR O DLT HAEBAFRTH Y, HECBWTE, & 7.1‘ < b 2BMIC .

@uiwm&ﬁﬁ%aﬁ T 537 TR g E@%?

- ERpEREEz A YE, MBBREIEEL 2 EBRESLTEY, 7

VTF=v o UT IR, WEZVTF= O EE1T).
c) CPT-11 -+ CDDP % (SBEAARR S L U SAE i) K

7)

5% CPT-11 70mg/m* B 90 7 SisHE
CDDP 80mg/m%/H 120 /7 =iEeHE
#5H CPT-11E1HLE15H
CDDP #1H0OX
Db 4 BB EIC#RYET

[ICLS) 498-02236
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FEYYTZF

BArhtA £ 5 — R R TFIRIH
EHEE Natsuko TSUDA
"BE [El Koo SHIRAO

ERIIEH

A FPUNTIFY (ZNTT Y ®) F 1A T 100

mgDF ¥4 77 F U EEGDEBHRROBAIT, A8
DEMpELTHAVwORTWS, FAR, BRERTRTEE
RET HREOBS - EESAT, VAR F—FBIV
INA U Y I Y NOBRIIRNEGEESELOFREBWT
85mg/m2DA ¥ H VS5 %2 1 H 1H2EH AT
g5,

R FE DFEHE

A H13AMOKRERBWTRIERET 5,

wwﬁm%—@aﬁgﬂfﬁayxfi%y@ﬁﬁ%‘

WRBFER ENTH, YATTFVERBLWEL « B,
BEM, HEEERLCOBEERLEIFREZRD 12D, %
@ﬁﬁ%%&%T%kbéﬁwﬁ%%®%%@%ﬁ6n
re YATTF VDT & T Y A IVvE] 2-diaminocyclo-
‘hexane (LT, DACH) VANV ICBERTRZEILL
Ts YA IF v EREMED v BRIFRTIIEEMR 2
Y OBRERBENE LN, FOEMIFLA LK
CRBT ol KEMEBFED 2DV D20 D
DACHSZEEGEMIESZA A v o7 =S VEBEDORE
Bz X > TARS Iz, DACHSEKIZ 2 D D#TEMR
AT &, transEMEAERR 2 D DAXFEEEftrans-d &
trans-lZ W bz, TD XD L TEEDtrans-1-
DACHHE&MEMD > b, BIFZAEEELLI2I0vY R
HIHEARARE ST 2R E2ET 24XV T 55 08
FRaNY (1),
i##077%/@77/x1%1ﬁ%%%%#%m

- DNARHERRL Y 02 > 7 2 BT 57

ah, 130mg/m?® 3B 1 EOBEIRPE S HEIERA -

Branl, ZO®RITETH, FUDTREBA Dse-

cond lineD¥HEHE L UCSFUHLVE ORI LD T —

e

AFPV 775 EER

v STE éntcaxfbﬁ%w%ﬁénfwkﬂ,
20054F 4 B2 IBFRIBR T EEDET - HREL - EESA
buﬁ LSFU‘!‘LV & @{ﬂ:}zﬁ‘(ﬁmu é thto

=T*ﬂﬂf759%/®ﬁﬁﬂ%§

i%#977%/M/X77%/%ﬁ§tT%E$ﬁ
BHRO—ETHY, WEORIGA Y =ALFELL T
ZLHERHEINT WS, AFV V77 F Y REENETH

.(biotransformation) W& b monoc‘hloro‘DACH platin,

dichloro DACH platin, diaquo DACH platiniz %2 9,

Zh o HEFEKEADNACIKE T 2. A XYV S 77>
Ly 2759 v EDNABHORE UBALICEE L T as
B
DNAfHIEIZ X - T2 5 iz 2 AEDNAwIX, 1§
BB UBESY VNV BORERHT 55 %0
B (HMG1, HMG2% &) 2M&a L, S AMIE
BMEELS7RF—YANLFEINZY, -AE
DNAfIHIFIXDNABGEERED 1 DTH B T ATy
FEERE Lo TR#EINS, S Ay FERCEST
EETFHIZECREIREERENA (bereditary non
polyposis colorectal cancer : HNPCC) D RFEBE T &
LTRES RT3, % 0EfFF (hMLHI, hMSH2)
BRI LTSI Y R 75 F Ve LT R R R

B, AFHY ITFREERS T, LRy FE
EEEFTEEPEUCRBAMEE LT A3V S
ZFBEAT RN S S,

FEINCLIZ B 2 HE &E%ﬁ@#ﬁ%ﬁﬁ@ﬁﬁf
i, AFH) ST R AR U TR
WEEBRRL, ERAFFVSIFVEVRTTIF VR
MRELEIEER L. 7, BxoB&b&oiEgE
74— NVEBRSLIEIE, FFVVTSIF Ry
ATSFURINRTTF L ZER D OEHERI S
iz,

F Y1 T S5F L OERWEEE

FEVY ST IS 5 BT~ 88U A MAEE
LIEREAL, TRMEEEEARTNT S v ey
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B %
leucovorin
200ma/m*

Oxaliplatin
85ma/m?

Oh 2h 24hb 48h /23t

EQLEQXGmE
Dayvi1
SHEL R

teucovorin [EEVERE:
400ma/m2

Oxnlinlmir;

100mg/m?
Oh

2h

.48k /2Ry

2 FOLFOX4 :FOLFOX6D#HEHk

sy ThHL, AFYVTTFUEROBRAERST
&, MEPEEBEI 248, B 2@ ESRE
W3 HEMEICIEA L, BSR4 o FRAPERIIZRI30% T
b3, BAZBMEROREDOI VT I VAR IVFF
ZVZ VT I URALEELTEY, BEEETRE I
HEPEL 22 ReM8H 2, BHEEOEERBE LK
TLTWw2RECOREHRESRRTIE, BHENETL
TWARBETZ VT 5V ANEEITRY L TwizSEIfE
ARBFCBIT2EZRITVOH LN THRND, 1781, B
BEETRECORZ2EI IR s Twivnied, &
- BRBTHTERBLETH B,

F XYY FS5F L OEMIBEER

AFRFVTZFRTNVAH Y EOEYEBRLBER LR
b, B/ bV Y AEBETERLEY, Tz
LABDOBRBERAVIER, BE5T2 LHHT 570,
7 R U T OBENILETH S, $EEESRE O
B, ACRAREZ A Y CORBRE BT 3 0ESH 5,

KEFAILHT 34 FHY) 7SF o OBERE

1. YBRAEE - BRETKBIA KT 3 8EAE
PIRTEER & UBRKBBSAICH LT, 259075
F »130mg/m?*% 3 W T L WHAMEERTow L oh
DO IERABR T, FIERESH TELE 8 ~24.3%, £
FHREPRfE (BT, MST) 13.5~14.55 BThhH, =
RISEHICIEZRIE10.4~11.3%, MSTHI S » BTh -
720 % D%, de Gramont 12 & W 5FU/LV & 04 AR
WRET a8 NIz, de Gramont & IZLV O S E 210,
SFURBEEHE ORI 2205 O RefidE 2 0FH (dayl~2)
TAELVSFURL YA VeI HBIRA XY FS5F V%
Bt BFOLFOX4L ¥ A > (K 2) ORpRERE LT H
Y, BFU/LVERE CHE %3k LI YIRTEERIE LS ATy
T2 HE NIRRT, FOLFOX4Vv ¥ X v DERIE X
23%, MST311.1% B TH 729, D%, de Gramont

— LV5FU2 n=210

~— LV5FU2+oxaliplatin n=210 °

10 20 25

0 5
months
®3-1 LV5FU2:FOLFOX4DEUAEERER T D

HEREEE
" .

100 1
90 4
50
70 1
60
50 -
40 1
30 1
20 1

——LV5FU2 n=210

—LV5FU2+oxaliplatin n=210

T T T T 1
20 25 30 35 40

months

3-2 LV5FU2:FOLFOXADEIMHRER O LA FHM

5 I HETTHRER - BB 25 A B O AN ENEESNZ 3 L T FOL-
FOX4 & LVSFU2DE(E R AL BB 21T o 727 SHI%E
IXLVSFU2EET21.9%, FOLFOXABETIZ50.0% &, HE
WCFOLFOXAEETRIFTH Y, progression free survival
DHJE b LVSFU2EET6.0% H, FOLFOX4EETS.2%
BrEBIERL TWwe, £EEHPREIXLVSFUEE
T14.7% B, FOLFOX4BT16.2% B L BB AE D
S0 7ed8, FOLFOX4EE Dsecond linelc BIF 248
AE®eE L (E3),

—77, EAT R AT B 62 Tk, 3Tz 2000
FEWSFU/LVIZN UTCPT-11 2 Lz L Y 2 v htsE
e, FEEEFHMGRE, SEPHbREOWTR
BOTHELTWE tHEINLTBY, CPT-11+5
FU/LVSYIBRAEEETT - BRABA O lst lineDIZHE
WREE 5 TWiz, 20 X 3 BRE D P, 20024EASCOT
F ¥4 ) 729~ +5FU/LV (FOLFOX4) ¥ CPT-11+
5FU/LV (IFL), # %% 7% +CPT-11 (IROX)
% B U 7o NOTAIRER O IS R0 F65% & h®, FOLFOX4
DBEFNFEASY%, FIEELEFENRMS. 7%, £EMR bR E
1955 B &, o 2BBCHANERICEFTHD Z b
RaANIz, %8B, IFLIISFUREAHEBET 2 HETHY,
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ZORER TSFUDEREE - S BT %2 A v»i5FU+

LV+CPT-116tFs: (FOLFIRIERE) & OFES 3T
ThHh-oT2, '
' FOLFOX4DHEEHE RS iz, daylicA ¥9 ) 7
53O EEEE, dayl &day2l2 LV o S#ERsE £ 5FU
DEEEE, 525 xsFUO2RSRIRGRRE & » o B
R EHET, HNBEL LT IREEET 2 », Main-
drault-Goebel & iZFOLFOX4% % B L, daylic 4 ¥ ¥
) S5 F v LV O S REEERSFUOREEE TV,
B & {55 & 460FE O SFUREERE 217 5 FOLFOX6 1V ¥ A
v %E% L. & OFOLFOX6L CPT-11+LV5FU2T
@5MLHMV/x/%ﬁof%ﬁ%fﬁﬁ%%bk
B4 D IR R T o 1 RER ¢ 1k, FOLFOX—FOL-
FIRIZ, FOLFIRI—FOLFOXEEMD & & fz A du i i3
91.5% 8 £20. 4% BCBEBEENE Y, BERTIFOL
FOX L FOLFIRI®D 2 DDV R > %first lined 7z idse-
cond line& LTV 2 D3, ETKESA KT 51H%E
BERGE L BT iz, 72720, second linek LT
OFOLFIRIIZ DWW TiXCPTEE| L tb_THE & 2 2 EFZ)
MRS TB ST, first linex L CFOLFOX #3HR L
72340 1%, second linex LCCPT-11EF2HW3 Z
FEEEESNTWS, 35T, BN TRSTENREE
% 2 Bevacizumab % Cetuximab ® L. Y7 > A #3RK XL
WEIh, EEBEEOTICHEAAEND LD WWE 5T,
BARKS IS EAEZ, BEALATIEERFTH S,
2. KBAANBEIEEREEE L TOAERE
Stage I /TR DS A3 U T OB CERED
PR B L HEBStER & L C Andre 5 12 & ) MOSAICE B,
PR THE D, LVSFU2Z 5 LFOLFOX 4% I %5
3 EEFRTTI2.9%XTT78.2% L BB BIFCH -T2
7z izt LCPT-11+LVSFU2 (FOLFIRD) V¥ x vk
LV5FU2% Hiss L 72 PETACC-3548 T 13, FOLFIRIV
VA VIEEK 3 EEFERE IU L RRETH o7z, Ak
CIFLEH CORR D BENTH ool d, KBEMBAR
3 B WEMLEREE & LCCPT-110F AR s 5 h T,
£ 135FU/LV iz - CFOLFOX S EMEIEE L 2
Lo rEbhs, ARTRINSEEEERIICET S
XYY FIFOFERARERRINTEST, SEBROR
BEThb,

ELHFEER

. RSN CREBRENRERERE)
i%ﬁ077%/iﬁwéﬁ%kia6htm%ﬁﬁ
BHREENHEL, AERFRERE LR 5, 85~95%D
BETHEL, TREBRMICE S 5 28 £ /o3

BoLUNS, BEEEIFERT, RS, 5igE,
HREEMES 2 WD D, RSP SR T BRI

wHEL, —BECiE—BE TR S HATHET
2%, #SEESET LRRIFEMERL, ETT5L

BEEREENHIRT 2, R 5225750~850mg/m* T HF
BT LUONERBEEEBIO~18% TAH SN, Rk
BFEERRE COMBOTREEN S » BT, KhEK
L DB, HET 5. BB X VSR, BET LD
BEBHH IS wWkay BTy, FREETLRE
DEEBENNETH S, £z, 1~2%0DEFTEME
OREEEBHEEER (TREEE, WTERE HHR
L, AFHY 75 F AR 2 B> S 6 BRI
EET2 LI VERVERT 22 &8O TV S,
HREROBEREPENE LTAINVY T A, RTZAVT A
@f?“r%’?" Carbamazepine DSEHEBMRET ST w5,
iR

z‘ ¥V S5 FOEMBE Tiigrade3, 4 OIMK
EMR T b THLULREL R oIz, 5SFU/LV LHH
L7855 3 FRRBR T 1385 % DERI TR ERED 3D 5 1,
grade 3 DIFHERIED 5330%, grade 4 DEFFEBD 13
12% T 5Nz, M/IMRBA IXT6% TR Sl b3,
grade 3, 4 122 B L iz oz, BMODIE L A Eldgrade
1,2 Tholz,

3., HLBEk

MbEREME A ¥ 5 75 F >~ HSFU/LVEETTE
EORPEHTED o, Bl - BY, TH, SRR,
ORKE EBNEERTH 2, ﬁ##973%7&5%@
S OFERR, SWEEI TE L AL OBEEIHLEEE
b, Eie, 6%DBRETHEEEESTED SN, gme
3, 40BDIR2UTEHENTHY, FHEEDEHAR
RRBEENLETH 5,

4. kDO

TF+T7 4T F Y —ERIEN, FFVVTITFORE
22 BEDISHTHRESNTEY, o a&HA

CRLTTUNF—RIGOBREE L DOBRFIIH L TRER

RIS BERD D, BEOFBTRATOA ROHT v
w# —FOFER & 0 BEWFRFES 2 51 2 FTEEHEDS

BEHEEZREREOHNIUTRDONT Y B,
it,i##u¢5%ywﬁmﬂﬁﬁwﬁbf@%§@
SREEDAENRESNTE D, MEMRENTED S
NSRS ERIEL, BIERICH T 2HBERTS
DERD D,

BE
FET) S TF Y OMBHEETHT 3701, BE

ﬁ—to) %\ll 1
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BHEM BT YRR, FREOTD T
%7 CRGRIHOC BT 2 LEN D B, £z, R
L OV EREFROFEESHELEEGNH D, DEB-NTC
(neurotoxicity criteria of debiopharm) Iz & % #iEE
EQFHEVWHWOLNE I BB, a1 —AT L
MREE % BHEO b, FPERECR MM DS 4 B i 7z
LT 30 OFEFEMINE L is 528, JEiEEDIC RS
DHIR U 78B&13, REIC S-SR iERL, B
WL o TRFERARR Y258 T 5%, 7z, FOLFOX
VYR Y REFURHGEENE £ 2 %, FOBIRE— (CV
R—1) BERAOL, BHEAFREER Y I TREsh
3 ZeWBHnizd, Ry 7OEHEPR— Rt okE
WEAT 21BN NETH B,

51R ik
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Abstract

Background. The combination of a new oral di-
hydropyrimidine dehydrogenase-inhibitory fluoropyrimi-
dine (S-1) and cisplatin (CDDP) is one of the most active
chemotherapy regimens for gastric cancer. However, the
optimum schedule for this combination has not yet been
determined. This study was conducted to establish the
maximum tolerated dose (MTD) and the recommended
dose of CDDP when combined with 2-week S-1 administra-
tion, and to observe the safety and efficacy of the regimen as
treatment for patients with advanced gastric cancer.
Methods. S-1 was administered orally at a dose of 80mg/m’
per day for 2 weeks, followed by a 2-week rest. CDDP was
administered intravenously on day 8 of each course; the
initial dose of CDDP was 60mg/m® and it was increased in
10-mg/m® increments. Treatment was repeated every 4
weeks unless disease progression was observed.

Resulss. Eleven patients were enrolled. The main toxicities
were leucopenia, neutropenia, nausea, and anorexia. These
toxicities were not severe, and were reversible and manage-
able. The MTD for CDDP was established as 80mg/m®, as 2
of 5 (40%) patients developed dose-limiting toxicity (DLT)
at this level. Therefore, the recommended dose of CDDP
was determined to be 70mg/m’. All 11 patients were
evaluable for a response: 8 achieved a partial response and
1 had stable disease. The overall response rate was 73%.
Conclusion. This regimen is considered to be generally
well-tolerated and has substantial antitumor activity.
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Introduction

Early detection and curative surgery have led to remarkable
improvements in the survival rates of patients with gastric
cancer. However, patients with unresectable, advanced, and
recurrent gastric cancer still have a poor prognosis, with 5-
year survival rates of less than 5%.' Several randomized
trials have reported that fluorouracil (FU)-based combina-
tion regimens provide superior survival rates in patients
with advanced gastric cancer compared with the best
supportive care.” The response rates of various single
agents such as 5-FU, cisplatin (CDDP), doxorubicin, and
mitomycin-C are all less than 20%.”” Therefore, with no
standard regimen as yet established, there is a real and
immediate need to develop new agents with improved anti-
tumor effect, which could be added to the chemotherapy
armamentarium for gastric cancers.

§-11is a novel oral fluoropyrimidine derivative consisting
of tegafur (FT), a prodrug of 5-FU} and two modulators,
5-chloro-2,4-dyhydroxypyridine (CDHP), and potassium
oxonate (Oxo).” CDHP is a reversible competitive inhibitor
of dihydropyrimidine dehydrogenase (DPDase; EC
1.3.1.2), an enzyme involved in 5-FU degradation.' Oxo is
a reversible competitive inhibitor of orotate phosphori-
bosyltransferase (EC 2.4.2.10), an enzyme for 5-FU
phosphoribosylation in the gastrointestinal mucosa. Be-
cause the combination of CDHP with FT, in the drug S-1,
yields high and sustained intracellular concentrations of 5-
FU in plasma and tumor tissue, there is increased exposure
to 5-FU and therefore increased antitumor activity. The
addition of the other modulator, Oxo, helps limit the
systemic toxic gastrointestinal effects commonly seen with
5-FU-based regimens.

Phase I and early phase II studies of S-1 as a single agent
established a dosing regimen of 80mg/m” per day, given
orally over 28 consecutive days, followed by a 2-week rest,
as the tentative recommended dose.”™” Two late phase 11
studies of S-1 for advanced gastric cancer, which used simi-
lar dosing regimens, showed high response rates, of 49%
(25/51 patients) and 44% (19/43 patients), respectively.”"



These results suggest that S-1 is one of the most effective
single agents for advanced gastric cancer.

Although CDDP on its own has a moderate response
rate of only 17%), when it is given in combination with 5-FU
and 5-FU derivatives, superior antitumor effects have been
reported.”™® Koizumi et al.” conducted a phase V11 study
with S-1 and CDDP combination chemotherapy. S-1 was
administered for 3 weeks, followed by a 2-week rest, and
the recommended dose of CDDP (60mg/m*) was given on
day 8. The overall response rate of all eligible patients was
76%. The incidence of severe (grades 3 and 4) neutropenia
and anemia was 16%, and nonhematological toxicities
(grades 1-4) were frequently observed; for example, anor-
exia, nausea, and vomiting, which were reported in 95%,
68% and 37% of patients, respectively.

However, post-marketing surveillance of S-1 in Japan
revealed that 55% of the patients who had received S-1
were unable to complete one or two courses of the drug
when given in this single administration schedule, and that
most toxicities occurred during the third week of adminis-
tration. The present study was, therefore, designed to
determine the maximum tolerated dose (MTD) and recom-
mended dose of CDDP when combined with S-1 and ad-
ministered over 2 weeks.

Patients and methods
Patient eligibility

All patients had histologically proven unresectable or re-
current gastric cancer, and had not received prior chemo-
therapy, although adjuvant chemotherapy was allowed if it
had been completed more than 30 days prior to entry. Other
eligibility criteria included the following: 20-75 years of age,
Eastern Cooperative Oncology Group performance status
(PS) of at least 2; measurable disease; white blood cell
count, 4000/ml or more; absolute neutrophil count, more
than 2000/ml; hemoglobin level, more than 9.0g/dl; platelet
count, more than 100000/ml; serum bilirubin level, less than
1.5mg/dl, aspartate transaminase and alanine transaminase
levels, within three times the upper limit; serum blood urea
nitrogen, less than 25mg/dl; creatinine, less than 1.5mg/dl;
creatinine clearance, less than 50ml/min. All patients gave
their written informed consent; the institutional review
board of Tonan hospital approved this study.

Treatment protocol

The initial dose of S-1, based on the patient’s body surface
area (BSA), was 40mg (BSA < 1.25m?); 50mg (BSA 1.25-
1.5m%); or 60mg (BSA = 1.5m’). Patients received their
assigned dose of S-1, orally, twice a day. One course of
therapy consisted of S-1 administered for 14 days, followed
by a 14-day period with no treatment.

CDDP was administered on day 8 of the course, for 24,
with 500ml of 0.9% sodium chloride solution. Patients were
given intravenous hydration with 2500ml of normal saline.
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A 3-mg dose of a 5-HT; receptor antagonist and 8mg of

.dexamethasone in 100ml of 0.9% sodium chloride solution

were given before the admiuistration of CDDP (as prophy-
lactic antiemetics). Three incremental dose levels were
planned for CDDP, with a starting dose of 60mg/m’. At
least three patients were treated at each dose level. If one of
three patients at a given dose developed any dose-limiting
toxicity (DLT), another three patients were to be entered at
that same dose. Before proceeding to the next dose level, all
previously treated patients had to have completed at least
one course.

Evaluation

The Natiopal Cancer Institute common toxicity criteria
(NCI-CTC Version 2, January 30, 1998) were used to
evaluate the grade of toxicity. A DLT was defined as:
non-hematological toxicities of grade 3—4; or hematological
toxicities of grade 4 platelet count, grade 3 platelet count
with bleeding tendency, grade 4 leucopenia, grade 4 neutro-
penia lasting at least 3 days, and grade 3 or 4 febrile neutro-
penia. A delay of the second course by at least 14 days was
also included in the definition of DLT. The MTD was de-
fined as the dose at which 33% or more patients experi-
enced DLTs during the first course.

Response to treatment was assessed according fo the
Japanese response criteria proposed by the Japanese Re-
search Society for Gastric Cancer. A complete response
(CR) was defined as the disappearance of all evidence of
cancer for at least 4 weeks, and a partial response (PR) was
defined as less than complete, but more than 50% reduction
of tumor volume for at least 4 weeks without any evidence
of new lesions or progression. No change (NC) was defined
as less than a 50% reduction or less than a 25% increase
without any new lesion. Progressive disease (PD) was de-
fined as more than a 25% increase in a solitary lesion or the
appearance of new lesions.

Results
Patient characteristics

Eleven patients (seven men, four women) were enrolled
between August 2001 and July 2003 (Table 1); they had a
median age of 57 years (range, 29-74 years). Five patients
had undergone a prior gastrectomy and 2 patients had
received adjuvant chemotherapy with S-1 alone before
entering the study. Histological evaluation revealed that
8 patients had diffuse-type adenocarcinoma and 3 had
intestinal type.’

Toxicities

Toxicities that occurred during the first course are summa-
rized in Table 2. The incidence of hematological toxicities
was low, and grade 3 or 4 neutropenia, leucopenia,



